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m m m 

f&zti, mmmm^ivxih'bmtmmtstiZo 
mft<vm%(D^&ftt>tixizfro sk^mm^&mm^ti^mitsk 

/h»ik-efe^^ % +&m<Djk'bmm&&frX\,^Z>W:HXfcte< s ^fc, ^ 
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hu^tftf^i/ (sir, tpo) &?v——isy£ti, B^^m^^b-it 

^^rflJ^CUTiL/hra^^iii-Sr i:^^$tbfc (Kaushansky K. et. al., 
Nature, 369, 568-571, 1994) 0 TPO \ttXfctfL'bW%&M t LtlS^^tf^^ 
T&i?, t: h^O^rfflttt^ttJOS^^tuoofe^o Ua>U TPO ffi-c 
$>3 PEG-rHuMGDF (TPO <Z> N 163 # g (DT % / g&Satf V ^Ul/Jf 

(Vadhan-Raj S, Semin Hematol., 37 (suppl. 4), 28-34, 2000) fc#>, TPO <DfeMm*£. 

as®^£ti/cv^ 0 tpo te^ssc-efcsfcfe, mimftx°ftm&tLxi, 
&?<dx, ips#iut tttt^wt(i^v\ mmvmmxt&ft^zf'T- 

(B^B4mmsf&n<»H¥ 11-152276 -90, fna7xt^ v v>-mm 

ft 10-212289 -m % t° n n 7 5: Kft^ 2000-44562 -*§-) N 

T^/Vfc K7^>-^#: (mm^M W099/11262), I^^fSlft: (|H 

WO2000/35446) , tr n n jfc/WO'— A-M^ffc (|^ WO98/09967) ^S^p feJi/TV^o 

tib-as^ (a) T'^^ns^^^jfiL/h^^tt^^ri-sr^^ia 

Hfe&M WO01/07423 -^fBtt^tl/O^o 




^#-Ct*s X 1 t ^XUWk&tlX^X-k £Vv^T^— /K Y 1 ^LT-NHCO- 



■f 
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TIB— ^ (B) T?^§^«^b^^jM^J«#^flH4Sr^ri-«ii:^H 
BS^M WO01/53267 -^(Ciam^tbTVNSo 

X— Y— Z-W 1 (B) 

X 1 £ LTflKfecStl/TV^-Ct .fcV^TV— Y 1 £ bT-NHCO- 

irbTB^SfWIfc 3199451 2-^iiT5/-4-7y-W^- 
^.5.^/1/7/1/^; VBfta s ^fe^S1*ttS:^r't**'fb-^*lJ £ It Chemical and 
Pharmaceutical Bulletin 25 3$ 9 -$§- 2292-2299 ^< — i/tcgfi^ & frirC b#> bft 
a* £> N v^i*^^t>J^iL/J^4Ri||^^g^4^^:ov^T^±^:< AMx b*i/rv»fci\, 

p sortie tm^f- h^cDsk^mm^m <d mm^mm £ tix v n 
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At: ffijRT/l^ap-/K -CCM£i&T/l'3VK -COO-i£iR7VV3F-/K -OH, -0--M 

r/w^/K -OCO-{£^Tyv^Jt^n^^e>^Si¥«J: tJ^^ttS 1 
R 2 : -H, -OH, -COOH, -COO-iS^TA^/K 1 oXfi2o<DttT/l'^-e 

-X- : -CH 2 -, -O-, -S-Xte-N(R 3 )-o 




(I) 
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T/V^/K -CO-MTA-ar/K -COO-iS^r/Vdr/W, loXtt2o©ffii|r 
/i^/i'-ciKfc § fix v ^"C % J: v ^ /w*^ /w 
n: l75M3 0^it] 

L < X /55-N(R 3 )--e& tK n 365 2 xtt 3 Jiffi— J»5ft ( I ) T? 

2S-N(R 3 )--e& 9 * n & 2 3 19 , Ar tf*-OH, -O-^T/V^/^tZ-OCO- 
3,5-^7* h 3r i^-N-CS-*^* U V-4->T ;V-4-7 =n =-jV^T 9 — /l>-2-<4 /V)^yX7 

-2-^/^-2-^ f^wy=3fyr^ k, 

T )/— 7^-2-^ /V]-4- 1 K n dr h\ 

3,5-^^ h =3r :X-N-(5- If'* y S? V-W ^-4- 1° y v^-4--f /V^T ^-2-^ /V>y< 
4-{[5-(4- is 9 vx^^i/As fc°^ ? v 5 5*M— f /V)-4-7 m ^/V^T ✓ — }V-2-y( JV]^JJ> 

l£fc % ±|B— (I) ; X as- N (R 3 )- 
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$f^b<fi. Ci-3 7^^0^^;K ^PfcVK ^y/nt/vtfcS, 

rry-/Ki ti±. ^StJi:^bft5^#^£itBfcu * u < « c 6 -i 4 

r^fpry-^j ii±, ^> mm^^vm^^-rz^mTb 
t/y/w, ^yKp/K y/K y/i^a*W e>*L3„ r 3 © rg 
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WtettflUjfctfS^n^tafcT/K v'^p^/K v'^P^^rv'/K *s#u3r??- 
raMfcT^yj «ft2*&^^fcJ^3 75Ml0Aat<&atitfc 

r $ ^ b< w: 5 7 is^Str ^ i #££itBfcu A^wiJira 
r^p^^j turn «Atf7y3H, mm. Mm&vo ?mm*&mi?t> 

f* 1 oTirM 3 o-Cfc 19, * U < 1 2 oT-fc 5 a 

7"nk^y^ */=L#Wt, vn^E =*'^Ik 7^-/^ -eWf^lk 
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*^P^^n K^^^^^i-^S^ Lttt, Prog. Med. 5:2157-2161(1985)(C|B 
ML £ ttt V n 5 «\ HJ 1 1#0 1 990 ¥f IJ rgHS <Z) J fg 7 ^ #^I3;ff 163-198 
i?MBM £ tbrv n 5 £as#tf fettle 

§^^^-e^r % *:frtb<D&m&b VXfcMit&yy-l/ (Greene) XtffryS' 
(Wuts) Tprotective Groups in Organic Synthesis (third edition)J (£|E<!c<£ , {&lil 
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mi mm) 




flfrfr* (le) <£>K/£ttf|2g#t LTfi, ^/K^tvK ^/Voc^tVK tert- 
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P77^ (THF), S^-^lJ-^tf)^— TVHg ; fflsHcn^ (EtOAc) l£©32* 
tvHE ; Tir h=fy;K N,N-£^ ^vl^/VAT 5; K (DMF) ^*J*^As*As 
(DMSO) m<DBU&tt^t£ttfflffl£*. %i&T. M75^MT*> 

h y p< ^ >\ h y =.<j-a>t 5: ^n,n-v^ f/vr^ y >\ t° y s^4-(n,n- 
5vvr ^ y )t° y tr= y ^ /v^^v^<z>*tUE©#*TK:s^**a 

T-t h= h V /K DMF ^©JgifttK try 5^ N.N-v'^ f/WT^U^ 

^ <£>sj£ i^m^ibtiz mvcfc&m (id) r±, ±iBRj*^*e*£;h/Sj:$fcu 

5% (la) X^$tLS^T^-/V^^5^^Nn^^i-Sr t^JCt)^ 

« (lb) &^/&u jfcweaMfcr 5 v dc) tteioastarc^ 

fb'&fc (lb) temmir5Zkte<lfc<DBa&fcm^Z>zk-b-?%Zo 
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b y -fn 5 h\ try Kn^o ^ k^a^p 5; h\ tro y 

t Kn b'j^o? to© try a-fp y 4^t^~?a n 

vttalc*Bk IHblpa (UK %fb#i (n) ^©Aoyytt (n) m<D&mu,m 

WbJ*Mb7k§ft3S ; 31— TVMg ; (MeOHK rc^/— /V (EtOH), 2- 

^nz-V— A" (iPrOHh Ji^l^V^y 3— /U^(DT/V=i— ; ^#$e^<fb7k 
miS ; ; ^TvHiS ; ^w^^TOtt^^^^^^V^-C^^ (la) 

^> da) z^wi"(km{k7kmm. ^-^hs* r^^—^m, jrmmmt* 

iCQ«t 5\Z^X&!bthf£ik&M (la) f£*fU DMF, N-p? 3vV-2-lfP V Kfs 
DMSO ^<D^^n b^tt^tt^ ; ^n^Vfc^bTkii^g ; ^-x/Hi ; ^# 

(lc) (Id) ^^$tLSo Z(Dk 
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try s»\ 4-(N,N-i^ % /)t° y tr= y ^ ^i?^©*fcK©# 

(#2»&) 



.*»8stt, m i mm^i.ttmx«&i&£tiz>i£&y>} (ib) t5£ (ie) -e^ 

»J;!)7^ Kfl5U 5£ (2a) ■C^**L«««$jX-CVN"Ct>J:V^ 5-^n-2-T 
Uf7/-«M^L, ?3tv^ai^T5V (lc) Srf^ffi**, i&HK: 



r -s v 

1 >-NH 2 



(la) 





Ar-C0 2 H 
(le) 
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z&ft%mM,4kxte&n?v^h??7^-mz£*)ftmx*zzo -ait. %^ 
< um&=* b > 

t h CD34 + $BJ!&£r MegaCult™-C (StemCell Technologies f±) StA^T 2 well 
chamber* 9 W Ktttt^§f#4Tl? 10-14 0 37 iCeigSlLfco m#<£> 
RStKffioT, J&Tk, @3£Ufc^ ^glycoprotein Hb/ina^tCT^LfCo 
^^tLfcg^«»3^^_b^ffl^l U lwdlfcfct)©ncr 

i: ttffftbfco 
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mi) 



ttffcttJ? (3*flfi«2) (mm) 


0.3 


1.0 


3.0 


am) 


5.2 


19.0 


34.8 
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mu®*<Diz&(DW.w-m&m-z, mmmmm-^^mm. mmm. mm 

Mx-imm*, EtoH^r^-^o z<DMj&mttm&te^%i%\&mz.m.m%k mm 
M<z>£ $ ftffizhm. it&fth mvfcftk Jtwiu V5mm*^\^x^xh^\ 

mmm. mtu&j* b^©±5^m m7mt?fr*% 

mtoizzvxmmkZfrZo zftbKtiitmn<Dm{m&mz9mis, warn 
frmm7kxtemm<o&ttmmmz.feMvxmmi-z> r. t s 0 

aB^SSP»#04i^ 1 0©^il^ flsmfcfc t>$J 0.0001 ~50mg/kg N 
L < f**& 0.001~10 mg/kg *Sjg^-C % * b L < tt 0.01~1 mg/kg *$3a^t? 

-a-tt, 1 0 O&Jj-fififfcfifcfc 9 $J 0.0001~1 mg/kg, b < 0.0001~0.1 

mg^cg assays -c, 1 0 1 m^M^iejic^ttx^-rSo ¥«fu 
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3-7/l<a-vT±h7^y>'3.0mi, THF 80 ml <£>^fc s y^^hV^^l- 

ry^^AfP/nn* 9.19 g ^tiat 1 rmmh*us:. ^%>&mm 

U »^OT5febr#bn^M©iPrOH 50 mlO^^ N ^t^Sf 3.72 g 

j»x*nmvmm&m4s-i-z> ztfcxv 3.93 g <d 2-t 5: / -4.(3-7/^ ^ 

FAB-MS(M+H) + ;195. 

|M§-ffj2 

2-T 5 / -4-7 :n ~/t^T y*— ^ lg^nn zft^A 20 ml ©iWMJliff 0.29 ml. 
^ u n 2 ml (D&m&ffiT U 30^-^^ LfcoKJ&^-SrW*^ 

*/U7fr V V 10 ml &fiax. 120'C^T 75 £ffl^#Lfc 0 ^J«2:^cJ£WicL^ v 

*y;V*7A^o-7 h^77^ — tC#U^1^-EtOAc(2 : 1 ) Ti§tij U 
625 mg <D2-TS.y -5-^E- y ^-4--f /V-4-7 ^ —yt^T y*— /V3r#fc„ 

Rex : ##M#-§- 

R : — ffl&Z* <Dm&:& (Me : 3vK Et : nPr : 7 /W/l^n kW, Ph : 

Data : Mmfc^&Jy*—* (NMR : ^-NMR 5 (ppm). MS : FAB-MS(M+H) + ) 
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m2) 




Rex 


R 


Data 


2 




NMR(CDCI 3 );2.82-2.89(4H,m) ) 3.79-3.85(4H,m),4.79(2H, 
s),7.22-7.29(1H,m),7.34-7.41(2H,m),8.05-8.11(2H,m). 


3 




NMR(CDCI 3 );1.89-1.95(4H,m) l 2.97-3.04(4H,m),4.69(2H, 
7 17-7 25MH rrri 7 31-7 34f2H rrrt 7 94-7 99f2H m) 


4 


Me 2 N 

Ok 


NMR(CDCI 3 ); 1 .79-1 .94(1 H,m),2.52-2. 1 5(1 H,m),2.24(6H, 
s),2.81-2.90(1H,m) I 2.91-2.99(1H I m),3.04-3.21(3H,m) > 4.7 
6(2H,s),7.22(1 H.tt, J=1 .3Hz,7. 1 Hz),7.31 -7.38(2H,m),7.93- 
7 97(2H m) 


5 


Ox 


NMR(CDCl3);1.47-1.53(2H,m),1.66-1.74(4H,m),2.79(4H, 
t, J=5.3Hz),4.74(2H I s),7.23(1 H,tt, J=1 .3Hz,7.3Hz),7.32-7. 
39(2H I m),8.09-8.14(2H,m). 


6 




NMR(CDCI 3 );2.35(3H,s),2.56(4H,t,J=4.7Hz) 

2.90(4H,t,J=4.7Hz),4.82(2H,s) I 7.24(1H,tt,J=1.3Hz,7.3H 

z) l 7.33-7.40(2H,m),8.07-8.12(2H ) m). 


7 


HO Y-1 


NMR(DMSO-d 6 );1.49-1.63(2H,m) I 1.76-1.87(2H,m),2.57- 
2.59(2H,m),2.84-2.92(2H;m),3.54-3.65(1 H,m),4.69(1 H,d, 
=4.0Hz),6.75(2H I s),7.16-7.23(1H I m),7.30-7.37(2H,m) I 8.0 
3-8.09(2H,m). 


8 


HO-Ox 


NMR(DMSO-d 6 );1. 10-1 .26(1 H,m),1 .52-1 .65(1 H,m),1 .68- 
1.79(1H,m),1.80-1.92(1H,m),2.21-2.29(1H,m),2.32-2.43 
(1 H,m),2.79-2.89(1 H,m),2.94-3.02(1 H,m),3.59-3.70(1 H, 
m),4.80(1H,d,J=4.4Hz),6.77(2H,s),7.16-7.24(1H,m) I 7.29- 
7.37(2H,m),8.03-8.08(2H,m). 
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Rex 


R 


Data 


9 


k^ 


NMR(CDCI 3 );1.28(3H,t,J=7.0Hz),1.83-2.22(4H,m),2.31- 
2.42(1 H,m),2.56(2H,dt,J=3.1Hz,11.9H2),3.15(2H,dt I J=3. 
1Hz I 11.9Hz),4.16(2H,q I J=7.0Hz),4.76(2H,s) I 7.24(1H,tt,J 
=2.0Hz,7.3Hz),7.33-7.40(2H,m),8.05-8.10(2H,m). 


10 




MS;332. 


11 


H 2 NOC^ N ^ 


NMR(CDCI 3 );1 .75-1 .91 (4H,m),2.51 -2.60(1 H,m),2.84-2.9 
2(3H,m) I 2.97-3.04(1H,m),4.98(2H l s),5.34(1H,brs),6.14(1 
H,brs),7.26(1H,tt,J=1.3Hz > 6.4Hz),7.33-7.40(2H,m),7.82- 

7 QO/OLJ m\ 

/ .ooi^n,rnj. 


12 


Et 2 NOC^' N> - 


NMR(CDCI 3 );1.06(3H I t l J=7.0Hz),1.14(3H,t,J=7.0Hz),1.6 
4-1.88(5H,m),2.48-2.58(1H,m),2.79-2.90(1H,m) ) 3.04-3.3 
8(6H,m),4.95(2H,s),7-19-7.27(1H,m),7.32-7.40(2H,m),8. 
04-8.11 (2H,m). 


13 


k-Nk 


MS;289. 


14 


nPr. N ^ 


NMR(CDCI 3 );0.92(3H,t,J=7.3Hz), 1.46-1. 59(2H,m),2.30- 
2 46f2H m) 2 58f4H t J=4 7Hz> 2 91f4H t J=4 7Hz) 4 77 
(2H,s),7-24(1 H,tt, J=2.0Hz,6. 1 Hz),7.33-7.39(2H,m),8.07- 
8.12(2H.m). 


15 


k^ 


NMR(CDCI 3 );1.66-1.77(2H,m),1.82-1.94(2H,m),2.00-2.11 
(2H,m),2.42-2.52(4H l m),2.74-2.86(1H,m),2.91(4H,t,J=5. 
0Hz),4.77(2H,s),7.20-7.27(1H,m),7.32-7.40(2H,m),8.06- 
8.12(2H,m). 


16 




MS;343. 


17 


k^Nk 


NMR(DMSO-d 6 );2.86-2.94(4H I m),3.26-3.31(4H,m),6.80- 
6.85(2H,m),6.95-7.01(2H,m),7.18-7.27(2H l m) l 7.31-7.39 
(2H,m),8.07-8.14(2H,m). 
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]T S />-NH 2 
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(*2«*) 



JT^>-NH 2 



Rex 




Data 


18 


(XXX 


NMR(CDCl3);2.59(4H,t,J=4.7Hz), 
2.89(4H,t,J=4.7Hz),3.56(2H,s), 

4.77(2H,s),7.20-7.39(8H,m),8.02-8.13(2H,m). j 


19 




NMR(CDC! 3 );2.61-2.67(6H,m) I 2.88-2.96(4H,m),3.36(3H, 
s),3.53(2H,t I J=5.5Hz),4.80(2H,s) I 7.24(1H,tt,J=2.0Hz I 7.4 
Hz),7.32-7.40(2H,m),8.06-8.12(2H,m). 


20 




NMR(CDCI 3 );2.70-2.76(4H,m),2.87(2H,t,J=5.7Hz),2.90- 
2.95(4H,m),4.13(2H,t,J=5.7Hz) > 4.81(2H,s),6.89-6.98(3H, 
m),7.21-7.40(5H,m),8.07-8.13(2H,m). 


21 




NMR(CDCl3);1. 68-1 .87(9n,m),2.49-2.D5(on,m),3. 12-3.2 
1 (2H,m),4.81 (2H,s),7.22(1 H.tt, J=1 .3Hz,8.9Hz),7.29-7.36 
(2H,m),8.08-8.14(2H,in). 


22 




MS;343. 


23 




NMR(CDCI 3 );1.62-1.74(8H,m),3.07(4H,t,J=5.5Hz),4.97(2 
H,s),7.1 9-7.24(1 H,m) l 7.31-7.39(2H,m),7.97-8.04(2H,m). 


24 




NMR(CDCI 3 ); 1 .85-1 .94(2H,m),2.39(3H,s) I 2.62-2.71 (4H, 
m),3.15-3.22(4H,m),4.79(2H,s),7.24(1H l tt,J=2.0Hz > 7.3H 
z),7.32-7.39(2H,m),7.92-8.03(2H,m). 
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20 



Rex 


R 


Data 


25 




MS;355. 


26 


a 

k^ 


MS;356. 


27 


k^ 


MS;356; 


28 


k-N^ 


MS;356. 


29 




MS;278. 


30 


kx*k 


MS;321. 


31 


k^ 


MS.335. 


32 




MS;347. 


33 




MS;375. 
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(*4) 




Rex 




Data 


34 




NMR(DMSO-d 6 );1. 45-1 .54(2H,m),1. 62-1 .74(4H,m),2.72 
(4H,t,J=5.1Hz),6.90(2H,s) I 7.97(2H,dd,J=1.5Hz,4.6Hz) l 8. 
53(2H,dd, J=1 .5Hz,4.6Hz). 


35 




NMR(DMSO-d 6 );1. 44-1. 54(2H,m),1. 59-1 .68(4H,m),2.71 
(4H,t,J=5.3Hz),6.88(2H I s),7.38(1H ) dd I J=4.8Hz,8.1Hz) l 8. 
35(1 H.dt, J=1 .8Hz,8.1 Hz),8.39(1 H.dd, J=1 .8Hz,2.7Hz),9. 1 
9(1H,d,J=2.7Hz). 


36 




NMR(CDCI 3 ); 1. 49-1. 58(2H,m),1. 66-1 .76(4H 1 m),2.82(4H, 
t,J=5.3Hz),4.83(2H,s),7.63-7.74(2H,m),8.27-8.32(1H,m), 
8.66-8.71 (1H,m). 


(*5) 

a 

s 

IT ->-NH 2 
R N 


Rex 


R 


Data 


37 




NMR(DMSO-d a );1 .11-1 .26(5H,m), 1 .52-1 .61 (1 H,m), 1 .69- 
1.82(4H,m) l 2.20-2.31(1H,m),2.27-2.60(4H,m) l 2.66-2.74 
(4H,m),6.71(2H l d I J=8.6Hz),7.87(2H,d,J=8.6Hz) > 9.36(1H, 
s). 


38 


OH 


NMR(DMSO-ds); 1.11-1 .26(5H,m), 1 .52-1 . 62(1 H,m), 1 .69- 
1 .83(4H,m).2.20-2.31 (1 H,m),2.60-2.66(4H,m) 1 2.69-2.76 
(4H,m),6.58-6.63(1H,m),7.11(1H,t I J=7.7Hz),7.50-7.57(2 
H,m),9.20(1H,s). 


39 




NMR(DMSO-d 6 );1. 05-1. 27(5H,m),1. 52-1 .62(1 H,m),1. 68- 
1.82(4H,m),2.20-2.31(1H,m),2.58-2.66(4H,m),2.68-2.76 
(4H,m),6.81(2H,s),7.17(2H,t,J=9.0Hz),8.06-8.14(2H,m). 


40 


F 


MS;361. 
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R 



Rex 


R 


Data 


41 




MS;361. 


42 




MS;357. 


43 




MS;377. 


44 




FAB-MS(M) + ;372. 


45 




IVlO f *f I o. 


46 


Me 


MS;357. 


47 


CI 


MS;377. 


48 


pr 

Br 


MS;421,423. 


49 


pr 

OMe 


MS;373. 


50 


F "ipr 


MS;379. 


51 


F 


MS;379. 
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Rex 




Data 


52 




MS;379. 


53 


CI 


MS;411. 


54 


CI 


MS;395. 



3,5-^ h^v^SW 570 mg, THF 10 ml MTttlt© DMF 

at^^b^-^/i' 0.4 mi &;&n?L, mmfc&m& 3 ^wa^bfe. Rjs«!Sr«jBE 

'&t>frtcJ&mc&^m 2 <Di\&ty 620 mg, fcf y 5? V 10 ml 0*g«*J< 

7^^Pvh^77^-t#U (3:1) -C^£tibfc 0 -e^) 

S?WaJSr«JE«*«, '&btltil%m& EtOAc 10 ml («U, 4M ttBft-EtOAc 
0.65 nil ;tafcUffe<»#UtflK ^^M^Ufc #e>*L7cgs?t£r 
h — MJ «9 U 641 mg © 3,5- ^ h ^ ^-N-(5-^-^*: P ^-4--f A' 

^-NMRCDMSO-dg) : 5 2.87-2.95 (4H,m), 3.75-3.78 (4H,m), 3.83 (6H,s), 6.74 
(lH,t,J=1.9Hz), 7.28-7.32 (3H,m), 7.44 (2H,t,J=7.8Hz), 8.13-8.18 (2H,m), 12.50 
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(lH,brs). 

FAB-MS(M+H) + : 425. 

ffli& (°C) : 169-172. 
MMM2 

##M3 9 0ft^ 1.60 g„ THF 30 ml ^^{C> 2-2* hdrWV^3f>i680 
mg, WSC-HC11.02g£r2lPx., ^Stt4 0P^^#Ufc o ^OS^^fU^**? 

Y>f^7 4— : — dr-^>--EtOAc=5 : 1-2 : l) KlTttiSk 

Z.(D%<D%: EtOAc 20 ml-EtOH 25 ml U 4M Jftift-EtOAc ^ 

^^2.22ml*P^b^^<^#L7h# > *fW4bS:*®s 822 mg (£> N-[5-(4-iX^ P 

^V^^yrU' 

'H-NMRpMSO-de) : 8 1.09-1.18 (lH,m), 1.21-1.36 (2H,m), 1.41-1.54 (2H,m), 
1.58-1.69 (lH,m), 1.80-1.89 (2H,m), 2.14-2.25 (2H,m), 3.16-3.40 (7H,m), 3.48-3.57 
(2H,m), 3.93 (3H,s), 7.28 (2H,t,J=9.3Hz), 7.45 (lH,s), 7.56 (lH,dd,J=1.4Hz,5.4Hz), 
8.12-8.19 (2H,m), 8.37 (lH,d,J=5.4Hz), H.15 (lH,brs), 12.86 (lH,brs). 

FAB-MS(M+H) + : 496. 
CC) : 263-266. 

3 9 (Dty&tfo 360 mg. DMF 10 ml W®A^, 3-^ PP-4-t Ko ^r^A# 
^345 mg, WSC-HC1383 mg, 1-t Ko^^yy MJ T^— ^270 mg, 4-(^ 
^ TvVT 5 y ) tf y ^ V 244 mg *M x., Md» £> 90 -e#*§. b 4 0 b 
7t 0 50S$E£W*U TkSrJP^f^ EtOAc ^T&ttiU ^TilJiSr, 7k, 3&fP ' 

^zM-rgfcML ^A-e^bfd 0 mm*®*'^ mm&i/v* 
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^7^ov^57-f- QMfflc : ^=¥f-V-EtOAc=5 : 1~1 : 1) fcT 
3f#fft^ ^(D^(D^EtOAcl5ml^^b, 0.1 M&ife-EtOAcig*£«r 1.6 ml APx. 
Uffe<»#UfcgU *fW4fe*ri*5u 57mg©3-^oi3-N-[5-(4-'>^n^V7> 
7 ^ y-l-T /l/)4-(4-7/Vt n 7 x 7 /-^--f ;V]-4- 1 Kb*^ 

'H-NMRCDMSO-dg) : 6 1.09-1.50 (5H,m), 1.59-1.69 (lH,m), 1.81-1.91 (2H,m), 
2.09-2.19 (2H,m), 3.08-3.44 (7H,m), 3.52-3.60 (2H,m), 7.09 (lH,d,J=8.3Hz), 7.27 
(2H,t,J=8.8Hz), 7.94 (lH,dd,J=8.3Hz,1.9Hz), 8.11-8.21 (3H,m), 9.85 (lH,brs), 11.16 
(lH,s), 12.45 (lH,s). 

FAB-MS(M+H) + : 515. 

HAM. CC) : 270-272(decomposed). 

mmm4 

MJIIffl 7 '(Dft&ffa 330 mg, EtOH 5 ml, THF 5 ml ©^ft, 7k?£T 1M ftM 

it-r h y [>A7k^o.80mi ztoZ-fco mm^um s BWiw^uyt. RfSflfclC 

1M %SMc^ 0.80 ml XT***;**., */KM£-C«&fcH Ufco ^JP^IS 

S^rv-U *W7A^ p-v hi/y ^aa*;l/A-MeOH (9 

9:1) «lfc. *©«mas&«BET**&U #b;frfcaS£ EtOH d>£>W 
U N 52 mg <D l-{2-[(3,5-^ h >V)T % J ]-4-7 ~~/l^T 9— 

/V-S-^/V} t 9 ^ V ^>-4-^7/V2lfvmSr#fco 

'H-NMRCDMSO-de) : 8 1.69-1.82 (2H,m), 1.90-1.99 (2H,m) 3 2.37-2.46 (lH,m), 
2.67-2.76 (2H,m), 3.09-3.17 (2H,m), 3.83 (6H,s), 6.73 (lH,t,J=2.0Hz), 7.25-7.31 
(3H,m), 7.44 (2H,t,J=7.3Hz), 7.13 (2H,d,J=7.3Hz), 12.40 (lH,brs). 

FAB-MS(M+H) + : 468. 
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MMM5 

MM® 3 8 <D{!c&to 300 mg, MeOH 10 ml ©iSSfcK:, %L%t~T 1M TkSfcfttf- h 
y A*»»0.71 ml ^P^LfCo Tk^T 1 B#Wlj*#bfc8U 1M ififflfe|cig$fc 0.71 
ml S:An^.r«JBETSBKS:f?*Ufe. Ztifr? p P*/^S«»it h 

^77^H^U ^^l^-EtOAc (1:1) t»WLfc, (D&tHU&ffiJZ 
~R£$SU # £>*l EtOAc 10 mlte*#U -*U-4M ^-EtOAc £r 
0.41 mliP^^m^T 3 B$mnW bfc 0 #rfcti Lfcafet&SritEl U 144 mg ©N-[5-(4- 
i/^ n^ar->/l^t°^<7^^.l.^ /V)-4-:7 ^~;\"3-T y JsV-2->( jV\-4~K Kp^t^X 
-<^XT5 K 2 8fflfcStt&:»;fc 0 

^-NMRCDMSO-de) : 6 0.61-1.18 (lH,m), 1.21-1.33 (2H,m), 1.40-1.53 (2H,m), 
1.59-1.67 (lH,m), 1.81-1.89 (2H,m), 2.15-2.23 (2H,m), 3.17-3.38 (7H,m), 3.49-3.57 
(2H,m), 6.89 (2H,d,J=8.8Hz), 7.31 (lH,t,J=7.8Hz), 7.45 (2H,t,J=7.8Hz), 8.01 
(2H,d,J=8.8Hz), 8.12 (2H,d,J=7.8Hz), 11.03 (lH,brs), 12.28 (lH,brs). 

FAB-MS(M+H) + : 463. 

sit, ±.fe,MMM i t mmiz. vxm 6 ~m 8 K^-tMMM 7~36© 
±mmmm 2 xr* 3 co^m t mm\z u-c^ 9 ~m 1 o K^-rmmm 

3 7-3 9 <D<\&m*, -hlBKOfcflN <Djjmt Lt* 6 6 

Ex : 

R. Ar : (Ac : 

salt : ^ (^IB«fe : 37 V — # ; HCl : %ifc!ft) 

mp:M CC) 
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(*6) 



Or N cK} 

OMe 



Ex 


R 
(Salt) 


Data 


6 




NMR(DMSO-de); 1 .54-1 .59(1 H,m),1 .61-1 .73(1 H,m),1 .7 

H,t l J=9.8Hz) l 2.94-3.04(1H I m),3.19-3.26(1H,m),3.84(6 
H,S),6.74(1H l s),7.25-7.32(3H,m) ( 7.43(2H,t I J=7.3Hz),8. 
12(2H,d,J=7.3Hz), 12.43(1 H.brs). 
MS;468. 


7 


Et0 2 C.^ 


NMR(DMSO-d 8 );1.06(3H,t,J=7.3Hz) I 1.70-1.83(2H l m),1 
.89-2.01 (2H,m),2.74(2H,t,J=9.3Hz) l 3.10-3.18(2H,m),3. 
28-3.31 (1H,m),3.83(6H l s) I 4.12(2H I q I J=7.3Hz),6.73(1H 
l s),7.25-7.31(3H,m),7.44(2H,t,J=7.4Hz),8.12(2H I d l J=7. 
4Hz), 12.46(1 H,s). 
MS;496. 


8 


Et0 2 C-^ N ^ 


NMR(DMSO-d 6 );1.14(3H I t I J=6.8Hz),1.56-1.72(2H,m),1 
.75-1 .84(1 H,m).1.85-1 .96(1 H,m),2.67-2.82(2H I m) 1 2.88- 
3.01(2H,m),3.17-3.24(1H,m),3.84(6H I s),4.15(2H,q l J=6. 

8Hz),6.74(1H,s),7.26-7.32(3H I m) I 7.41(2H,t l J=7.9Hz),8. 

1 0(2H,d, J=7.9Hz), 1 2.48(1 H,s). 

MS;496. 


9 


CV 
(HCI) 


NMR(DMSO-d 6 );1 .82-1 .89(4H 1 m),2.73-3.40(4H,m),3.8 
3(6H l s),6.70-6.78(1H,m),7.23-7.50(5H l m),7.73-8.01(2 
H,m),1 2.29(1 H.brs). 
MS;410. 


10 


Me 2 N 

Ok 
(HCI) 


NMR(DMSO-d 6 );2.24-2.38(2H,m),2.72(3H,d,J=4.4Hz), 

2.77(3H,d,J=4.4Hz),3.04-3.14(1H,m),3.21-3.36(2H,m)3 

.46-3.53(1 H I m),3.84(6H,s),3.96-4.05(1 H,m),6.74(1 H,s), 

7.27-7.34(3H,m),7.44(2H,t,J=7.4Hz),7.95(2H,d,J=7.4H 

z),12.51(1H,brs). 

MS;453. 


11 


(HCI) 


NMR(DMSO-d 6 );1 .50-1 .58(2H,m),1 .64-1 .71(4H,m);2.8 

7(4H,t,J=4.9Hz),3.83(6H,s),6.73(1H ) t,J=2.0Hz),7.24-7. 

30(3H,m),7.43(2H,t,J=7.8Hz),8.15(2H,d,J=7.8Hz),12.4 

4(1H,brs). 

MS;424. 


12 


(HCI) 


NMR(DMSO-d 6 );2.83(3H,d,J=4.9Hz),3.16-3.35(6H,m), 
3.41 -3.52(2H,m),3.84(6H,s),6.75(1 H,t, J=2.4Hz),728-7. 
35(3H,m),7.46(2H,t,J=7.3Hz),8.14(2H,d I J=7.3Hz),11.3 
7(1 H.brs), 12.60(1 H.brs). 
MS;439. 
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(*6«#) 



R V*S^jjj OMe 
OMe 



Ex 


R 
(Salt) 


Data 


13 


(HCI) 


0-2.78(2H,m),3.04-3.14(2H,m),3.63-3.70(1H,m),3.83(6 

H l s) l 6.73(1H,s),7.25-7.31(3H,m),7.43(2H I t,J=7.8Hz) ) 8. 

14(2H I d,J=7.8Hz),12.44(1H,brs). 

MS;440. 


14 


(HCI) 


NMR(DMSO-de); 1 .21 -1 .31 (1 H,m), 1 .56-1 .68(1 H,m), 1 .7 
I - 1 .oo\ i n r mj, i .oo- i .%so\ i n > my 1 /£.*t-U'-^.'fo^ i n,my,^.oo-^. 
62(1H,m),2.95-3.23(1H,m),3.10-3.18(1H,m),3.64-3.73( 
1 H,m) I 3.83(6H,s),6.74(1 H,s),7.26-7.32(3H 1 m),7.43(2H, 
t,J=7.8Hz),8.13(2H,d,J=7.8Hz),1 2.45(1 H.brs). 
MS;440. 


15 


HjNOcdik 
(HCI) 


MR/ID/TlMCO rJ VI vli *f CO/114 m\ 1 ftn 1 70MUI ivi\ *1 7 

4-1 .82(1 H,m), 1 .86-1 .95(1 H,m),2.52-2.63(2H,m),2.69-2. 
76(1 H,m),3.03-3.1 0(1 H,m),3. 14-3.22(1 H,m),3.83(6H,s) 
,6.47(2H,brs),6.73(1H,t,J=2.5Hz) I 7.26-7.31(3H,m),7.43 
(2H,t, J=7.3Hz),8.1 2(2H,d, J=7.3Hz), 1 2.47(1 H.brs). 
MS;467. 


16 


Et 2 NOC'C^k 
(HCI) 


mk/id/rmoo a vn qc/qu + i— ft qu 7 \ a ccfcxvx \ i— ft qm? 
i\iMK(iJmow-u6j,u.yovon,i, j— o.onZ;, i .u/ \on ,i,J— o.onz 

),1 .43-1 .57(1 H,m), 1 .73-1 .84(3H,m) ) 2.60-2.72(2H,m),2. 

86-2.95(1 H,m) l 2.99-3.06(1H,m),3.11-3.39(5H,m),3.83( 

6H,s),6.73(1 H,t, J=2.5Hz),7.26-7.31 (3H I m),7.44(2H,t > J= 

7.3Hz),8.15(2H,d,J=7.3Hz),1 2.47(1 H.brs). 

MS; 523. 


17 


(HCI) 


NMRfDMSO-d«V1 30(3H t J=6 8Hz} 3 16-3 34f8H m) 3 

.51-3.60(2H,m),3.84(6H,s),6.75(1H,t,J=1.9Hz) ( 7.24-7.3 

6(3H,m) l 7.46(2H,t I J=7.8Hz),8.13(2H > d,J=7.8Hz) > 11.00( 

1H,brs),12.60(1H,brs). 

MS;453. 


18 


nPr. N ^ 
(HCI) 


NMR(DMSO-d6);0.94(3H,t,J=7.3Hz),1 .71-1 .83(2H,m),3 
.05-3.13(2H,m),3.13-3.31(6H,m) I 3.52-3.58(2H I m) > 3.84( 
6H l s),6.75(1H I t,J=1.9Hz),7.24-7.36(3H,m),7.45(2H,t,J= 
7.8Hz),8. 1 3(2H,d, J=7.8Hz), 1 1 .25(1 H.brs), 1 2.59(1 H.brs 
)• 

MS.467. 


19 


(HCI) 


NMR(DMSO-d 6 );1.66-1.82(2H,m),2.13-2.22(2H,m),2.4 

1-2.49(2H,m) l 3.01-3.13(2H,m),3.20-3.30(4H,m),3.39-3. 

44(2H,m),3.74-3.80(1 H,m),3.83(6H,s),7.30(1 H,t,J=2.4 

Hz),7.29-7.35(3H,m),7.47(2H,t,J=7.8Hz),8.12(2H,d ( J=7 

.8Hz),11 .65(1 H,brs),12.59(1 H.brs). 

MS;479. 
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(3*6«#) 



OMe 



Ex 


R 

(Salt) 


Data 


20 


k^ 
(HCI) 


NMR(DMSO-d 6 );1.06-1.18(1H,m),1.21-1.34(2H,m),1.4 
1 -1 .53(2H,m), 1 .59-1 .67(1 H,m), 1 .81 -1 .90(2H,m),2. 16-2. 
24(2H,m),3.17-3.41(7H,m),3.50-3.59(2H I m) l 3.83(6H,s) 
,6.75(1 H,t,J=1 .9Hz),7.27-7.35(3H,m) > 7.46(2H,t,J=7.8H 
z),8. 1 2(2H,d, J=7.8Hz), 1 1 . 1 0(1 H.brs), 1 2.59(1 H.brs). 
MS;507. 


21 


(HCI) 


NMR(DMSO-d 6 );3.21-3.31(4H,m),3.50-3.59(4H,m) I 3.8 

4(6H,s) I 6.75(1H,t,J=1.9Hz),7.10-7.20(1H,m),7.28-7.34( 

3H,m),7.38-7.50(6H,m),8.20(2H l d,J=7.9Hz),1 2.56(1 H, 

brs). 

MS;501. 


22 


(XXX 

(HCI) 


NMR(DMSO-d 8 );3.22-3.40(8H,m),3.83(6H,s),4.42(2H,d 

i j=4.4Hz),6.75(1H,t ) J=2.4Hz),7.27-7.36(3H,m),7.41-7. 

50(5H,m),7.66-7.72(2H,m),8.12(2H,d,J=7.3Hz),11.38(1 

H,brs),12.59(1H,brs). 

MS;515. 


23 


k^ 
(HCI) 


iNivir\^uivio«-»-a67i'5.^u-o.'TO^ ■ i n , rn^, o. 3f o.u n^n.mj.o. f 

6-3.81 (2H,m),3.83(6H,s),6.75(1 H,t, J=1 .9Hz),7.28-7.36( 

3H,m),7.46(2H,t,J=7.8Hz),8.13(2H,d,J=7.8Hz),11.11(1 

H,brs),12.59(1H,brs). 

MS;483. 


24 


k^N^ 
(HCI) 


NMR(DMSO-d 6 );3.24-3.32(4H,m),3.39-3.50(2H,m),3.6 
2-3.71 (4H,m) I 3.84(6H,s),4.49(2H,t, J=4.9Hz),6.75(1 H,t, 
J=2.4Hz),6.98-7.06(3H,m),7.29-7.37(5H I m),7.46(2H,t,J 
=7.8Hz),8.15(2H,d,J=7.8Hz),11.50(1H,brs),12..59(1H,b 
rs). 

MS;545. 


25 


k^N^ 
(HCI) 


NMR(DMSO-d 6 );1.83-2.05(6H,m),2.11-2.19(2H,m),2.70 

(2H,t,J=10.3Hz),3.01-3.11(2H,m),3.20-3.31(3H,m),3.47 

-3.56(2H,m),3.83(6H,s) l 6.74(1 H,t,J=1 .9Hz),7.28-7.33(3 

H,m),7.44(2H,t, J=7.8Hz),8. 1 3(2H,d, J=7.8Hz), 1 1 .1 6(1 H, 

brs),12.51(1H,brs). 

MS;493. 


26 


k^ v 
(HCI) 


NMR(DMSO-d 6 );1 .32-1 .50(1 H,m),1 .68-1 .76(1 H,m),1 .7 
7-1 .99(6H l m),2.06-2.25(2H,m),2.74(2H,t,J=11 .2Hz),2.8 
7-3.00(2H,m),3.22-3.36(3H I m),3.41-3.49(2H l m),3.83(6 
H,s),6.74(1H I t l J=2.4Hz),7.27-7.33(3H,m) l 7.44(2H,t,J=7 
.3Hz),8.1 1 (2H,d,J=7.3Hz),1 0.52(1 H.brs), 12.51 (1 H.brs). 
MS;507. 
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R Y S >- H f* Me 

OMe 



Ex ; 


R 

(Salt) 


Data 


27 


(HCI) 


NMR(DMSO-d 6 );1 .60-1 .74(8H l m),3.14(4H,brs),3.87(6H 
,s) I 6.73(1H ) s),7.24-7.32(3H,m),7.71(2H I t,J=6.8Hz) ) 8.0 
1 (2H,d, J=6.8Hz), 1 2.39(1 H.brs). 
MS;438. 


28 


(HCI) 


NMR(DMSO-d 6 );2.02-2.13(1H,m) l 2.16-2.29(1H,m),2.8 

0(3H,d,J=4.9Hz),3.19-3.35(5H,m),3.40-3.55(2H,m),3.5 

9-3.65(1 H,m),3.84(6H,s),6.74(1 H,t, J=2.0Hz),7.28-7.34( 

3H,m),7.48(2H,t l J=7.4Hz),8.00(2H,d,J=7.4Hz),11.37(1 

H,brs),12.51(1H,brs). 

MS;453. 


h OMe 
OMe 


Ex 


R 
(Salt) 


Data 


29 


cr 

(HCI) 


NMR(DMSO-d 6 );1 .56-1 .64(2H,m), 1 .73-1 .81 (4H,m),3.0 

0(4H,t,J=4.9Hz),3.84(6H,s),6.76(1H,t l J=1.9Hz),7.29(2 

H,d,J=1.9Hz),8.47(2H,d,J=6.3Hz),8.88(2H,d l J=6.3Hz), 

12.71(1H,s). 

MS;425. 

mp;264-265(decomposed). 


30 


& 

(HCI) 


NMR(DMSO-de); 1 .53-1 .62(2H,m), 1 .70-1 .78(4H, m),2.9 

3(4H,t,J=4.4Hz),3.84(6H,s),6.75(1H,t l J=2.0Hz),7.29(2 

H,d,J=2.0Hz),8.10(1H,dd,J=5.8Hz,8.3Hz) > 8.82(1H,d I J= 

5.8Hz),9.03(1H,d,J=8.3Hz).9.38(1H,s),12.69(1H I s). 

MS;425. 


31 


(HCI) 


NMR(DMSO-d 6 ); 1 .54-1 .62(2H,m), 1 .71 -1 .80(4H,m),3.0 
4(4H,t,J=4.9Hz) I 3.84(6H I s) I 6.77(1H,t,J=2.0Hz),7.27(2 
H,d, J=2.0Hz),7.81 (1 H,t, J=5.4Hz),8-43(1 H,d, J=8.3Hz),8 
.55(1 H,t, J=8.3Hz),8.82(1 H,d, J=5.4Hz),1 2.70(1 H.brs). 
MS.425. 
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ma) 



a 



OMe 



OMe 



Ex 


R 

(oait) 


Data 


32 


(HCI) 


NMR(DMSO-de); 1 .04-1 . 1 9(1 H,m), 1 .21 -1 .34(2H,m),1 .4 
0-1 .53(2H,m),1 .58-1 .68(1 H,m),1 .80-1 .89(2H,m),2. 15-2. 
24(2H,m),3.14-3.36(7H,m) > 3.49-3.57(2H,m),3.83(6H,s) 
,6.74(1 H,t, J=1 .9Hz),6.85(2H,d, J=8.8Hz),7.29(2H,d,J=1 
.9Hz),7.94(2H,d,J=8.8Hz),11.05(1H,brs) I 12.52(1H,brs). 
MS;523. 


33 


pr 

OH 
(HCI) 


NMR(DMSO-de); 1 .05-1 . 1 9(1 H,m), 1 .20-1 .35(2H,m),1 .3 
9-1 . 54(2H,m),1. 57-1. 68(1 H,m), 1. 80-1 .89(2H,m),2. 15-2. 
25(2H,m),3.19-3.39(7H,m),3.49-3.59(2H I m),3.83(6H,s) 
,6.70(1 H.dd, J=1 .5Hz,7.8Hz),6.74(1 H.t, J=2.4Hz),7.23(1 
H ) t,J=7.8Hz),7.29(2H I d,J=2.4Hz),7.54(1H l d,J=7.8Hz),7 
.68(1 H,t,J=1.5Hz),10.83(1H,brs),1 2.55(1 H.brs). 
MS;523. 


34 


(HCI) 


NMR(DMSO-d 6 );1 .09-1 .1 8(1 H,m), 1 .20-1.35(2H,m),1 .4 
1-1 .o4(2n,m),1 .58-1 .68(1 n,m),1 .80-1.91 (Zrl,m;,<£.14-2. 
26(2H,m),3.19-3.38(7H,m) > 3.51-3.57(2H I m),3.84(6H I s) 
.6.75(1 H.t, J=1.9Hz),7.24-7.31(4H,m),8.13-8.20(2H,m) I 
1 1 . 1 5(1 H.brs), 1 2.60(1 H.bra). 
MS;525. 


35 


«pr 

F 

(HCI) 


NMR(DMSO-d 6 ); 1 .05-1 .1 9(1 H.m), 1 .20-1 .38(2H,m).1 .4 
1-1. 54(2H,m),1. 57-1. 68(1 H.m), 1.80-1. 91 (2H,m),2. 14-2. 
25(2H,m),3.18-3.41(7H,m),3.51-3.62(2H,m),3.83(6H,s) 
,6.75(1 H,t,J=2.0Hz),7.16(1H,dt,J=2.0Hz.8.8Hz) l 7.29(2 
H,d,J=2.0Hz),7.50(1H,dd,J=8.8Hz,13.1Hz),7.86(1H,d l J 
=1 3. 1 Hz),8.01 (1 H.d, J=8.8Hz), 1 1 .07(1 H.brs), 1 2.60(1 H, 
brs). 
MS;525. 


36 


(HCI) 


NMR(DMSO-de); 1 .05-1 .1 4(1 H,m), 1.16-1 .30(2H,m),1 .3 
1-1 .46(2H,m),1 .56-1 .64(1 H,m),1 .77-1 .85(2H,m),2.06-2. 
15(2H,m),2.93-3.04(2H,m),3.12-3.22(3H,m),3.23-3.33( 
2H,m),3.43-3.51(2H,m),3.83(6H,s),6.74(1H,t l J=2.0Hz), 
7.25-7.32(4H,m),7.41 -7.48(1 H,m),7.61(1H,dt,J=2.0Hz, 
7.4Hz), 1 0.74(1 H.brs), 12.64(1 H.brs). | 
MS;525. 
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Ex 


Ar 
(Salt) 


Data 


37 


OMe 
(HCl) 


NMR(DMSO-d 6 ); 1 .05-1 .1 9(1 H,m),1 .23-1 .35(2H,m),1 .4 

1 -1 .54(2H,m), 1 .58-1 .67(1 H,m), 1 .82-1 .92(2H,m),2. 1 8-2. 

24(2H,m) l 3.18-3.39(7H,m) I 3.51-3.36(2H,m),3.93(3H,s) 

,7.33(1 H,t,J=7.3Hz),7.42-7.49(3H,m),7.55(1H,dd I J=1 .5 

Hz,5.4Hz),8.1 1 (2H,d,J=7.3Hz),8.37(1 H,d, J=5.4Hz),11 . 

03(1H,brs),12.84(1H,brs). 

MS;478. 


38 


--QhoAc 
(HCl) 


NMR;1 .07-1 .19(1 H,m),1 .21-1 .35(2H,m),1 .38-1 .54(2H, 
m),1 .58-1 .68(1 H,m),1 .80-1 .89(2H,m),2.1 5-2.23(2H,m), 
2.32(3H,s),3.17-3.37(7H,m),3.51-3.58(2H ) m),7.29-7.35 
(3H,m),7.46(2H,t,J=7.3Hz),8.12(2H,dd,J=1.5Hz,8.3Hz), 
8. 1 5(2H,dd, J=1 .5Hz,8.3Hz), 1 0.90(1 H,s), 1 2.62(1 H,s). 
MS;505. 

mp;241 -244(decomposed). 


mio) 




\- N V-S H OMe 


Ex 


R 
(Salt) 


Data 


39 


OH 

(HCl) 


NMR(DMSO-d 6 );1 .02-1 .19(1 H,m),1 .20-1 .35(2H,m),1 .4 

1 -1 .54(2H,m), 1 .57-1 .68(1 H,m),1 .77-1 .91 (2H,m),2.1 5-2. 

24(2H,m),3.20-3.38(7H,m),3.53-3.59(2H,m),3.93(3H,s) 

,6.71 (1 H,dd,J=1 .9Hz,8.3Hz),7.23(1 H.t, J=8.3Hz),7.45(1 

H,s),7.51-7.56(2H,m),7.67(1H,brs),8.37(1H,d,J=5.4Hz) 

, 1 0.85(1 H.brs), 1 2.80(1 H.brs). 

MS;494. 
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No : ^#l#^§\ 

R\ r\ At : — iH!a;tf»©flHfc2£ (cPent : er^i^/K cHex : ^ ta^3r'> 
A\ cHep : v'^n^^^K nBu : //WvK/^/K nHex : / /V-^vW^ vvK 
iPr : 4 y 7°p tf/K tBu : y — Mor : ^e/Wzfr y >--4-^/K p i pa : 

f^^^n^. pipe : fcf*<y 5?=>K p y : fc°y di : S?„ ft*^ g#lS<DBU 

Sr^o tot, M?lfc£2-MeO-4-Py te2-p< l^>fc o y i^-4- 
-Y/V'STx 3,5-diMeO-Ph 3,5-^ b^rV7^=/V^ N 4-cHex-l-pipa ti n 
fcV< 7 /V^-fo ) 



(*1 1) 



No 


R 1 


R* 


Ar 


; ai 


4-F-Ph 


Mor 


3,5-diMeO-Ph 


A2 


3-Cl-Ph 


Mor 


3,5-diMeO-Ph 


A3 


3-Cl-Ph 


4-cHex-l-pipa 


3,5-diMeO-Ph 


[ A4 


4-F-Ph 


Mor 


3,5-diF-Ph 


A5 


3-Cl-Ph 


Mor 


3,5-diF-Ph 


A6 


4-F-Ph 


4-cHex-l-pipa 


3,5-diF-Ph 


I A7 


3-Cl-Ph 


4-cHex-l-pipa 


3,5-diF-Ph 


| A8 _j 


4-F-Ph 


Mor 


2-Cl-6-MeO-4-Py 


A9 


3-Cl-Ph 


Mor 


2-Cl-6-MeO-4-Py 


A10 


4-F-Ph 


4-cHex-l-pipa 


2-Cl-6-MeO-4-Py 


i A11 


3-Cl-Ph 


4-cHex-l-pipa 


2-Cl-6-MeO-4-Py 


A12 


4-F-Ph 


Mor 


2-MeO-6-Me-4-Py 


A13 


3-Cl-Ph 


Mor 


2-MeO~6-Me-4-Py 


A14 


4-F-Ph 


■4-cHex-l-pipa 


2-MeO-6-Me-4-Py 


A15 


3-Cl-Ph 


4-cHex-l-pipa 


2-MeO-6-Me-4-Py 
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mi is»#) 



No 


R 


R 


Ar 


A16 


4-F-Ph 


Mor 


2 s 6-diMeO-4-Py 


A17 


3-Cl-Ph 


Mor 


2,6-diMeO-4-Py 


A18 


4-F-Ph 


4-cHex-l-pipa 


2,6-diMeO-4-Py 


A19 


3-Cl-Ph 


4-cHex-l-pipa 


2,6-diMeO-4-Py 


A20 


4-F-Ph 


Mor 


2-MeO-4-Py 


A21 


3-Cl-Ph 


Mor 


2-MeO-4-Py 


A22 


3-Cl-Ph 


4-cHex-l-pipa 


2-MeO-4-Py 


A23 


4-F-Ph 


Mor 


3-F-4-HO-Ph 


A24 


3-Cl-Ph 


Mor 


3-F-4-HO-Ph 


A25 • 


4-F-Ph 


4-cHex-l-pipa 


3.F-4-HO-Ph 


A26 


3-Cl-Ph 


4-cHex-l-pipa 


3_F-4-HO-Ph 


A27 


4-F-Ph 


Mor 


3-Cl-4-HO-Ph 


A28 


3-Cl-Ph 


Mor 


3-Cl-4-HO-Ph 


A29 


3-Cl-Ph 


4-cHex-l-pipa 


3-Cl-4-HO-Ph 


I A30 


4-F-Ph 


Mor 


3-Br-4-HO-Ph 


I A31 


3-Cl-Ph 


Mor 


3-Br-4-HO-Ph 


A32 


4-F-Ph 


4-cHex-l-pipa 


3-Br-4-HO-Ph 


A33 


3-Cl-Ph 


4-cHex-l-pipa 


3-Br-4-HO-Ph 


A34 


4-F-Ph 


Mor 


3,5-diF-4-HO-Ph 


A35 


3-Cl-Ph 


Mor 


3,5-diF-4-HO-Ph 


A36 


4-F-Ph 


4-cHex-l-pipa 


3,5-diF-4-HO-Ph 


A37 


3-Cl-Ph 


4-cHex-l-pipa 


3,5-diF-4-HO-Ph 


A38 


4-F-Ph 


Mor 


3,5-diCl-4-HO-Ph 


A39 


3-Cl-Ph 


Mor 


3,5-diCl-4-HO-Ph 


A40 


4-F-Ph 


4-cHex-l-pipa 


3,5-diCl-4-HO-Ph 


A41 


3-Cl-Ph 


4-cHex-l-pipa 


3,5-diCl-4-HO-Ph 


A42 


4-F-Ph 


Mor 


4-AcO-3-F-Ph 


A43 


3-Cl-Ph 


Mor 


4-AcO-3-F-Ph 


A44 


4-F-Ph 


4-cHex-l-pipa 


4-AcO-3-F-Ph 


A45 


3-Cl-Ph 


4-cHex-l-pipa 


4-AcO-3-F-Ph 


A46 


4-F-Ph 


Mor 


4-AcO-3-Cl-Ph 


A47 


3-Cl-Ph 


Mor 


4-AcO-3-Cl-Ph 


A48 


4-F-Ph 


4-cHex-l-pipa 


4-AcO-3-Cl-Ph 


A49 


3-Cl-Ph 


4-cHex-l-pipa 


4-AcO-3-Cl-Ph 


A50 


4-F-Ph 


Mor 


4-AcO-3-Br-Ph 


A51 


3-Cl-Ph 


Mor 


4-AcO-3-Br-Ph 


A52 


4-F-Ph 


4-cHex-l-pipa 


4-AcO-3-Br-Ph 


A53 


3-Cl-Ph 


4-cHex-l-pipa 


4-AcO-3-Br-Ph 


A54 


4-F-Ph 


Mor 


4-AcO-3,5-diF-Ph 


A55 


3-Cl-Ph 


Mor 


4-AcO-3,5-diF-Ph 
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mi in**) 



No 


R 




Ar 


A56 


4-F-Ph 


4-cHex-l-pipa 


u 4-AcO-3,5-diF-Ph 


A57 


3-Cl-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diF-Ph 


1 A58 


4-F-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A59 


3-Cl-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


I A60 


4-F-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 


A61 


3-Cl-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 


A62 


3-F-Ph 


Mor 


4-AcO-3 9 5-diCl-Ph | 


A63 


3-F-Ph 


Mor 


2-MeO-4-Py 


A64 


3-F-Ph 


Mor 


3-F-4-HO-Ph 


I A65 


3-F-Ph 


4-cHex-l-pipa 


4-AcO-3 s 5-diCl-Ph 


I A66 


3-F-Ph 


4-cHex-l-pipa 


2-MeO-4-Py 


A67 


3-F-Ph 


4-cHex-l-pipa 


3-F-4-HO-Ph 


A68 


3-Br-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A69 


3-Br-Ph 


Mor 


2-MeO-4-Py 


A70 


3-Br-Ph 


Mor 


3-F-4-HO-Ph 


A71 


3-Br-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl~Ph 


A72 


3-Br-Ph 


4-cHex-l-pipa 


2-MeO-4-Py 


A73 


3-Br-Ph 


4-cHex-l-pipa 


3-F-4-HO-Ph 


A74 


3-Me-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A75 


3-Me-Ph 


Mor 


2-MeO-4-Py 


A76 


3-Me-Ph 


Mor 


3-F-4-HO-Ph 


A77 


3-Me-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 


A78 


3-Me-Ph 


4-cHex-l-pipa 


2-MeO-4-Py 


A79 


3-Me-Ph 


4-cHex-l-pipa 


3-F-4-HO-Ph 


A80 


3-tBu-Ph 


Mor 


4- AcO-3 ,5-diCl-Ph 


A81 


| 3-tBu-Ph 


Mor 


2-MeO-4-Py 


A82 


3-tBu-Ph 


I Mor 


3-F-4-HO-Ph 


A83 


3-tBu-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 


A84 


3-tBu-Ph 


4-cHex-l-pipa 


2-MeO-4-Py 


A85 


3-tBu-Ph 


4-cHex-l-pipa 


3-F-4-HO-Ph 


A86 


3,4-diF-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A87 


3,4-diF-Ph 


Mor 


2-MeO-4-Py 


A88 


3,4-diF-Ph 


Mor 


3-F-4-HO-Ph 


A89 


3,4-diF-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 


A90 


! 3,4-diF-Ph 


4-cHex-l-pipa 


2-MeO-4-Py 


A91 


I 3,4-diF-Ph 


4-cHex-l-pipa 


3-F-4-HO-Ph 


A92 


3-Cl-4-F-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A93 


3-Cl-4-F-Ph 


Mor 


2-MeO-4-Py 


A94 


3-Cl-4-F-Ph 


Mor 


3-F-4-HO-Ph 


A95 


3-Cl-4-F-Ph 


4-cHex-l-pipa 


! 4-AcO-3,5-diCl-Ph 
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R SrVH 



No 


R 


R 


A — 

Ar 


A96 


3-Cl-4-F-Ph 


4-cHex-l-pipa 


2-MeO-4-Py 


A97 


3-Cl-4-F-Ph 


4-cHex-l-pipa 


3-F-4-HO-Ph 


A98 


3-Cl-Ph 


thiomorpholin-4-yl 


4-AcO-3,5-diCl-Ph 


A99 


3-Cl-Ph 


thiomorpholin-4-yl 


2-MeO-4-Py 


A100 


3-Cl-Ph 


thiomorpholin-4-yl 


3-F-4-HO-Ph 


A101 


4-F-Ph 


thiomorpholin-4-yl 


4-AcO-3,5-diCl-Ph 


A102 


4-F-Ph 


thiomorpholin-4-yl 


2-MeO-4-Py 


A103 


4-F-Ph 


thiomorpholin-4-yl 


3-F-4-HO-Ph 


A104 


3-Cl-Ph 


1-pipe 


4- AcO-3 ,5-diCl-Ph 


A105 


3-Cl-Ph 


1-pipe 


2-MeO-4-Py 


A106 


3-Cl-Ph 


1-pipe 


3-F-4-HO-Ph 


A107 I 


4-F-Ph 


1-pipe 


4-AcO-3,5-diCl-Ph 


A108 


4-F-Ph 


1-pipe 


2-MeO-4-Py 


A109 


4-F-Ph 


1-pipe 


3-F-4-HO-Ph 


A110 


3-Cl-Ph 


4-Ph-l-pipa 


4-AcO-3,5-diCl-Ph 


A111 


3-Cl-Ph 


4-Ph-l-pipa 


2-MeO-4-Py 


A112 


3-Cl-Ph 


4-Ph-l-pipa 


3-F-4-HO-Ph 


A113 


4-F-Ph 


4-Ph-l-pipa 


4-AcO-3,5-diCl-Ph 


A114 


4-F-Ph 


4-Ph-l-pipa 


2-MeO-4-Py 


A115 


4-F-Ph 


4-Ph-l-pipa 


3-F-4-HO-Ph 


A116 


3-Cl-Ph 


4-(2-Py)-l-pipa 


4-AcO-3,5-diCl-Ph 


A117 


3-Cl-Ph 


4-(2-Py)-l-pipa 


2-MeO-4-Py 


A118 


3-Cl-Ph 


4-(2-Py)-l-pipa 


3_F-4-HO-Ph 


A119 


4-F-Ph 


4-(2-Py>l-pipa 


4-AcO-3,5-diCl-Ph 


A120 


4-F-Ph 


4-(2-Py>l-pipa 


2-MeO-4-Py 


A121 


4-F-Ph 


4-(2-PyM-pipa 


3-F-4-HO-Ph 


A122 


3-Cl-Ph 


4-nPr-l-pipa 


4-AcO-3,5-diCl-Ph 


A123 


3-Cl-Ph 


4-nPr-l-pipa 


2-MeO-4-Py 


A124 


3-Cl-Ph 


4-nPr-l-pipa 


3-F-4-HO-Ph 


A125 


4-F-Ph 


4-nPr-l-pipa 


4-AcO-3,5-diCl-Ph 


A126 


4-F-Ph 


4-nPr-l-pipa 


2-MeO-4-Py 


A127 


4-F-Ph 


4-nPr-l-pipa 


3-F-4-HO-Ph 


A128 


3-Cl-Ph 


4-MeOCH 2 CH 2 -l-pipa 


4-AcO-3,5-diCl-Ph 


A129 


3-Cl-Ph 


4-MeOCH 2 CH 2 -l-pipa 


2-MeO-4-Py 


A130 


3-Cl-Ph 


! 4-MeOCH 2 CH 2 -l-pipa 


3-F-4-HO-Ph 


A131 


4-F-Ph 


| 4-MeOCH 2 CH 2 -l-pipa 


4-AcO-3,5-diCl-Ph 


A132 


4-F-Ph 


4-MeOCH 2 CH 2 -l-pipa 


2-MeO-4-Py 
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No 


R 


2 — . 

R 


Ar 


A133 


4-F-Ph 


4-Me<X;H 2 CH 2 -l-pipa 


3-F-4-HO-Ph 


A 134 


3-Cl-Ph 


4-PhOCH 2 CH 2 -l-pipa 


4-AcO-3,5-diCl-Ph 


A135 


3-Cl-Ph 


4-PhOCH 2 CH 2 - 1 -pipa 


2-MeO-4-Py 


A136 


3-Cl-Ph 


4-PhOCH 2 CH 2 - 1 -pipa 


3-F-4-HO-Ph 


A137 


4-F-Ph 


4-PhOCH 2 CH 2 - 1 -pipa 


4-AcO-3,5-diCl-Ph 


A138 


4-F-Ph 


4-PhOCH 2 CH 2 - 1 -pipa 


2-MeO-4-Py 


A139 


4-F-Ph 


4-PhOCH 2 CH 2 -l-pipa 1 


3-F-4-HO-Ph 


A140 


3-Cl-Ph 


4-cHex-homopiperazin- 1 -y 1 


4-AcO-3,5-diCl-Ph 


A141 


3-Cl-Ph 


4-cHex-homopiperazin- 1 -y 1 


2-MeO-4-Py 


A142 


3-Cl-Ph 


4-cHex-homopiperazin-l -y 1 


3-F-4-HO-Ph 


A143 


4-F-Ph 


4-cHex-homopiperazin- 1 -y 1 


4-AcO-3,5-diCl-Ph 


A144 


4-F-Ph 


4-cHex-homopiperazin- 1 -y 1 


2-MeO-4-Py 


A145 


4-F-Ph 


4-cHex-homopiperazin-l -yl 


3-F-4-HO-Ph 


A146 


4-Cl-Ph 


cHex-l-pipa 


2-MeO-4-Py 


A147 


4-Me-Ph 


cHex-l-pipa 


2-MeO-4-Py 


A148 


4-MeO-Ph 


cHex-l-pipa 


2-MeO-4-Py 


A149 


4-Et02C-Ph 


cHex-l-pipa 


2-MeO-4-Py 


A150 


2,4-diF-Ph 


cHex-l-pipa 


2-MeO-4-Py I 


A151 


3,5-diF-Ph 


cHex-l-pipa 


2-MeO-4-Py ! 


I A152 


3,4-diCl-Ph 


cHex-l-pipa 


2-MeO-4-Py 


A153 


3-MeO-Ph 


cHex-l-pipa 


[ 2-MeO-4-Py 


A154 


4-F-Ph 


4-(3-Py)-l-pipa 


2-MeO-4-Py 


A155 


A T? TYU 

4-F-rn 


4-(4-ry)- 1 -pipa 


r\ A /fnl~\ A TV, , 


A156 


4-F-Ph 


4-nBu-l-pipa 


2-MeO-4-Py 


A157 


4-F-Ph 


4-nHex-l-pipa 


2-MeO-4-Py 


A158 


4-F-Ph 


4-Et-l-pipa 


2-MeO-4-Py 


A159 


4-F-Ph 


4-iPr-l-pipa 


2-MeO-4-Py 


A160 


4-F-Ph 


4-cPent-l-pipa 


2-MeO-4-Py 


A161 


4-F-Ph 


4-cHep-l-pipa 


2-MeO-4-Py 


A162 


4-F-Ph 


3 -( 1 -pipe)-pyrrolidin- 1 -yl 


2-MeO-4-Py 


A163 


4-F-Ph 


4-cHex-l-pipa 


3-MeO-4-Me-Ph 


A164 


4-F-Ph 


4-cHex-l-pipa 


3-HO-Ph 


A165 


4-F-Ph 


4-cHex-l-pipa 


3-MeO-Ph i 


A166 


4-F-Ph 


4-cHex-l-pipa 


3-F-4-Me-Ph 


A167 


4-F-Ph 


4-cHex-l-pipa 


3-F-4-MeO-Ph 


A168 


4-F-Ph 


4-cHex-l-pipa 


2,5-diF-4-MeO-Ph 


A169 


4-F-Ph 


4-cHex-l-pipa 


2,3-diF-4-MeO-Ph 


A170 


4-F-Ph 


4-cHex-l-pipa 


I 5-Cl-6-MeO-3-Py 
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